Attorney Docket No. 25352-0032D1 

We claim: 



1 . A compound of formula I or formula II: 




where 

YisO,SorN-R^ 
2isNorGR^ 

R\ R^, R\ and R* are independendy, hydrogen, or optionally substituted lower alkyl, alkenyi, alkynyl, 
cycloalkji, cycloalk54(lower all^, optionally substituted heterocycloalkyi, optionally 
substituted ar)4, optionally substituted heteroar)d, optionally substituted aryl(lower alk)^, 
halo(lower alky^, -CF3, halogen, nitro, -CN, -OR^ -SR', -NR^R^ -NR'(caitoxy(lower alk)^), 
-q=0)R^-C(=0)OR^ .C(=0)NR'R^ -CXX=0)R^ -S02R^ -0S02R^ -SO^NR'R^^ 
-NR'S02R'° or -NR'C(=0)R'°, where R' and R'^ arc independendy, hydrogen, optionaUy 
substituted lower alkyi, lower alkyi-N(Q.2 alk)i)2, lower alk)4(oprionally substituted 
heterocycloalk)i), alkenyi, allgoiyi, optionally substituted cycloalkyl, cycloalkyl(lower all^), 
optionally substituted heterocycloall^(lower aUgJ), ar3d(lower alk)^, optionally substituted 
arji, optionally substituted aryloxy, heteroarj^ heteroar5d(lower allgi), or R' and R^° together 
are -{CH^^^- optionally interrupted by one O, S, NH, N-(aryl), N-(aryl(lower alkj^), 
N- (carboxy(lower alkj^) or N- (optionally substituted Q.j alk)^ group, 

R^ is hydrogen, optionally substituted lower alkjd, alken)d, alkyn}4, cycloalkyl, cycloalk54(lower alkjd), 
optionally substituted heterocycloall^, optionally substituted ar}d, optionally substituted 
heteroaryl, optionally substituted aryl(lower alkyl), -C(=0)R^-C(=0)OR^ -C(=0)NR^^^ 
-S02R^, or -S02NR^^^, where R^ and R^° are independendy, hydrogen, optionally substituted 
lower alkyl, lower allqd-N(Q.2 allg^j* lower alkyi(optionally substituted heterocycloalky^, 
alken)d, alkyn)d, optionally substituted cycloallgi, cycloalkyl(lower all^, optionally 
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substituted heterocycloall^(lower alky^, ar)4(lower alkj^, optionally substituted ar)d, 
optionally substituted aryloxy, heteioaryl, heteioaiyl(lower allq^, or and together are 
'{CH^4,(r optionally interrupted by one O, S, NH, N-(ar)^, N-(ar)4(lower all^), N- 
(carboxy(lower alkji)) or N- (optionally substituted Q.2 sJkyS) group, 

K* and are independently, hydrogen, lower allgd optionally substituted lower alk)i, optionally 
substituted aryl, or optionally substituted ar)4(lower alk)^, or, together, are -(012)2.4-, 

R^ is hydrogen, optionally substituted lower alkjd, alken)4, alkynyl, cycloalkjd, cycloalk)d(lower alk)^, 
optionally substituted heterocycloalkyi, optionally substituted aryl, optionally substituted 
ar)d(lower all^, optionally substituted heteroaryl, optionally substituted heteroaryl(lower 
alkyl), -q=0)R^\ .q=0)OR", -C(=0)NR"R^ -SO^K'', or -SO^NR^R^ where R^^ and R^^ 
are independently, hydrogen, optionally substituted lower all^ alkenyl, alkyn)^ cycloallqd, 
q?cloalk)4(lower allg^, arjd, optionally substituted arjdoxy, heteroar)4, heteroar5d(lower alkjl), 
or R^^ and R^^ together are -{CH^^^-, 

or a pharmaceutically acceptable salt thereof, optionally in the form of a single stereoisomer or 

mixture of stereoisomers thereof. 
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2. The compound of claim 1, where said compound is a compound of Foraiula I or a 
phamiaceutically acceptable salt thereof, optionally in the fomi of a single stereoisomer or mixture of 
stereoisomers thereof. 

3. The compound of claim 1, where said compound is a compoxind of Formula II or a 
pharmaceutically acceptable salt thereof, optionally in the form of a single stereoisomer or mixture of 
stereoisomers thereof. 

4. The compound of claim 1, where Y is O or N-R^ 

5. The compound of claim 1, where is hydrogen, optionally substituted lower alkjd, 
optionally substituted heterocycloalkjd, optionally substituted ar>4, optionally substituted heteroarji, 
optionally substituted aiyl(lower alkyi), halogen, -OR^ -NR^^ -C(=0)OR', -C(=0)NR^^ 
-S02NR'R^°, or-NR'C(=0)R^^ where R' and R^° are independendy, hydrogen, optionally substituted 
lower alk)4, lower alkj4-N(Q.2 all^2J lower alkj^(optionally substituted heterocycloalkyl), ar)d(lower 
alkyl), optionally substituted aryl, heteroaryl, or heteroaryl(lower allgd). 

6. The confound of ckim 5, where R* is optionally substituted lower alkjd, optionally 
substituted heterocycloall^ optionally substituted ar)^, optionally substituted heteroarjd, optionally 
substituted aryl(lower alkyl), halogen, -OR^ -NR'R'°, -C(=0)OR^ -C(=0)NR'R'°, -SO^NR'R^ or 
-NR^C(=0)R^°, where R' and R^° are independently, hydrogen, optionally substituted lower alkyl, 
lower all^-N(Q.2 alk5^)2, lower alk)4(optionally substituted heterocycloalk)i), aryl(lower alkyQ, 
optionally substituted aryl, heteroaryl, or heteroaryl(lower allg^. 

7. The compound of claim 1, where R^ is hydrogen, optionally substituted lower all^, 
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted ar)d, optionally substituted 
heteroarjd, optionally substituted aryl(lower alk)^, halogen, -OR^, -]SIR^(carboxy(lower all^), 
-C(=0)OR^ -C(=0)NR'R^^ -S02NR'R^ or -NR'C(=0)R^°, where R' and R^° are independendy, 
hydrogen, optionally substituted lower all^, lower alk)4-N(Ci.2 alkyQ2> lower alk)4(optionally 
substituted heterocycloalkyl, optionally substituted cycloalkyl, cycloall^(lower alk)^, optionally 
substituted ar)4, optionally substituted arjioxy, heteroar)4, heteroar>4(lower alkj^, or R' and R^° 
together are -{CH^^f;- optionally intermpted by one O, S, NH, N-(arj^, N-(ar34(lower alkj^), N- 
(carboxy(lower dSk^) or N- (optionally substituted Q.2 alk^^ group. 
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8. The compound of claim 7, where is optionally substituted lower alkji, cycloalkyi, 
optionally substituted heterocycloall^, optionally substituted arjd, optionally substituted heteroarjd, 
optionally substituted aryl(lower alkj^, halogen, -OR^ -]SIR^(carboxy(lower alkjJ)), -C(=P)OR^ 
-C(=0)NR'R^ -S02NR'R^ or -NR'C(=0)R'°, where R' and R'° are independendy, hydrogen, 
optionally substituted lower allgd, lower alk)4-N(Ci.2 2J1^2> lower alk5d(optionally substituted 
heterocycloalkyl), optionally substituted cycloalkjd, cycloall^(lower alkj^, optionally substituted aryl, 
optionally substituted ar)4oxy, heteroar)d, heteroar}4(lower allg?^, or R^and R^° together are -{CH^^f;' 
optionally interrupted by one O, S, NH, N-(ary5, N-(aryl(lower alky^), N-(carboxy(lower alkyl)) or 
N- (optionally substituted Q.2 allg^ group. 

9. The compound of claim 1, where R^ is hydrogen, optionally substituted lower alkjd, 
optionally substituted heterocycloall^, optionally substituted arjd, optionally substituted heteroar)^, 
optionally substituted ar}i(lower alk)^, halo(lower all^, halogen, -OR^ -NR^R^°, -C(=0)OR\ or 
-C(=0)NR^R^°, where R^ and R^° are independendy, hydrogen, optionally substituted lower alk)4, 
lower alkyl- N(Q.2 alk)^25 lower alltyl(optionally substituted heterocycloallg^, optionally substituted 
cycloalk)d, cycloallgd(lower allql), optionally substituted ar)d, optionally substituted aryloxy, 
heteroai}i heteroaryl(lower all^, or R'and R*° together are -{CH^^fr optionally interrupted by one 
O, S, NH, N-(ar)^, N-(aryi(lower allg^), N-(carboxy(lower alk)^) or N- (optionally substituted Q.j 
alkjd) group. 

10. The compound of claim 9, where R^ is optionally substituted lower all^, optionally 
substituted heterocycloalkyl, optionally substituted aryl, optionally substituted heteroarji, optionally 
substituted aiyl(lower alkyl), halo(lower alkyl), halogen, -OR^ -NR'R'^ -C(=0)OR\ or 
-C(=0)NR^^°, where R^ and R^° are independendy, hydrogen, optionally substituted lower allqi, 
lower alkyl-N(Ci.2 alkj^j* lower alk)4(optionally substituted heterocycloalkji), optionally substituted 
cycloalk)i, cycloall^(lower all^, optionally substituted arji, optionally substituted aryloxy, 
heteroarjd, heteroar)d(lower alkyQ, or R^and R^° together are -{CH^^f;- optionally interrupted by one 
O, S, NH, N-(aryQ, N-(aiyl(lower allg^), N-(carboxy(lower allg^) or N- (optionally substituted Q.j 
alkyl) group. 

11. The compound of claim 1, where Y is N-R^ and R^ is hydrogen, optionally substituted lower 
alkji, optionally substituted heterocycloalk)d, optionally substituted ar)d, optionally substituted 
heteroaiyl, optionally substituted ar)d(lower alkyl), -C(=0)R^-C(-0)OR^ -C(=0)NR^'^, -SO^K^ or 
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-S02NR^R^°, where and R^^ are independendy, hydrogen, optionally substituted lower alk)4, lower 
all^-N(Q.2 alk}^2> alken)4, allg?n)d, optionally substituted cycloalkyi, cycloalkyi(lower allsy^, 
optionally substituted aiyl, heteroaiyi, or heteroar54(lower alk)^. 

12. The compound of claim 1, where Z is CR*, and R* is hydrogen, optionally substituted lower 
all^, optionally substituted heterocycloalkji, optionally substituted ar)d, optionally substituted 
heteroaryd, optionally substituted ar}4(lower alt^^, halo(lower alk)^, -CF3, halogen, -OR^, -NR^R^°, 
-C(=0)R^-C(=0)OR^ -C(=0)NR'R^ -OC(=0)R\ -SO^R', -SO^NR'R^ -NR'S02R'° or 
-NR'C(=0)R^°, where R^ and R^° are independendy, hydrogen, optionally substituted lower alkjd, 
lower allg4-N(Q.2 alk)d)2, optionally substituted cycloall^, cycloalk)4(lower alkj^), optionally 
substituted arjd, heteroar)d, heteroar)4(lower all^, or R^ and R**^ together are -{OrQ^f;- optionally 
interrupted by one O, S, NH, N-(arj^, N-(arj4(lower alk)^), N-(carboxy(lower alkj^) or 

N- (optionally substituted Q.2 alkji) group. 

13. The compound of claim 1, where R* and R^ are independendy, hydrogen or lower alkjd. 

14. The compound of claim 1, where R^ is hydrogen, optionally substituted lower allgd, alken)4, 
cycloalfc^d, cycloalk)d(lower alk)^, optionally substituted heterocycloall^, optionally substituted aryl, 
optionally substituted arjd(lower alkj^, optionally substituted heteroaiyi, optionally substituted 



heteroaiyi(lower alky^, -C(=0)R^\ .C(=0)OR^\ -C(=0)NR^^R'^ -S02R^\ or -S02NR''R^^ where 



R" and R^^ are independendy, hydrogen, optionally substituted lower allgi, cycloallqd, 
cycloalk5i(lower all^, ar)4, heteroarji, heteroaiyl(lower alkj^, or R" and R^^ together are -(CHj). 

15. The compound of claim 1 that is a compound of formula la or formula Ila: 




14 



(la) 



(Ila) 



where: 



YisO,SorN-R^ 
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ZisNorCR\ 

K\ K\ K\ K\ R^ and R^ arc as defined in claim 1, 

R*^ is hydrogen, optionally substituted lower allgd, alfcenyl, z!Skynyij cycloallgd, cycloalk5d(lower alk)^, 
heterocycloalkjd, optionally substituted ar)4, optionally substituted aiyl(lower alky^, optionally 
substituted heteroarjd, optionally substituted heteroar54(lower alkjd), halo(lower alky^, -CF3, 
halogen, nitro, -CN, -OR'^ .SR^^ -NKV, -q=0)R^^ -C(=0)OR^\ 'C{^0)m}'R'\ 
-OC(=0)R^^ •SO.K'^ 'SO,m}'K'\ -NR'^SO^R'' or-NR'^C(=0)R'^ wherc R^' and R^' are 
independendy, hydrogen, optionally substituted lower alkyl, alken}i, allg^)d, -CF3, cycloall^, 
optionally substituted heterocycloall^, cycloalk)i(lower all^, optionally substituted aryl, 
optionally substituted aryloxy, optionally substituted heteroarji, optionally substituted 
heteroar)4(lower alkj^, or, together, are -{CtQ^^' optionally interrupted by one O, S, NHor 
N-(Q.2 alkyQ group, 

each R^^ is independendy selected from optionally substituted lower alkyl, optionally substituted ar)4, 
optionally substituted heteroaryl, hydroxy, halogen, -CF3, -OR^^ -NR^^R^^ -C(=0)R^^ 
-C(=0)OR'', -C(=0)NR''R'', where R'' and R'' arc independently, hydrogen, lower alkyl, 
alkenyl, alkyn)4, -CF3, optionally substituted heterocycloalkyl, cycloall^, cycloalkyl(lower 
allq^, optionally substituted ar)4, optionally substituted aryloxy, heteroaryl, heteroaryl(lower 
allgd), or, together, are -(012)4.6-, optionally interrupted by one O, S, NH or N-(Q.2 alkjd) 
group, and 

where n is an integer of 0 to 4, 

or a pharmaceutically acceptable salt thereof, optionally in the form of a single stereoisomer or 
mixture of stereoisomers. 

16. The compound of claim 15, where said compound is a compound of Formula la or a 
pharmaceutically acceptable salt thereof, optionally in the form of a single stereoisomer or mixture of 
stereoisomers. 

17. The compound of claim 15, where said compound is a compound of Formula Ila or a 
pharmaceutically acceptable salt thereof, optionally in the form of a single stereoisomer or mixture of 
stereoisomers. 

18. The compound of claim 15, where R" is -OR^^, and R^^ is hydrogen, lower all^ optionally 
substituted with -C(=0)OR^^ where R^' is hydrogen or lower allgi alkenyl, allg^yi, -CF3, cycloallgd, 
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optionally substituted heterocycloalkj^, cycloa]kyl(lo\ver alk)^, optionally substituted aryl, optionally 
substituted heteroat}4, or optionally substituted heteroaryl(lower alkyi). 

19. The compound of claim 15, where B}^ is hydrogen, optionally substituted lower alkyl, alfcenyl, 
heterocycloallgd, optionally substituted ar)4, optionally substituted aryl(lower alky^, optionally 
substituted heteroarji, optionally substituted heteroaryl(lower alk)^, halo(lower alkj^, -CF3, halogen, 
nitro, -CN, -OR'\ -SR'^ -NR^^R'^ -C(=0)R'^ -q=0)OR'^ -C(=0)NR'^R^ -OC(=0)R^^ -S02R'^ 
-S02NR^^R'^ or -NR''C(=0)R'', where R'^ and R^^ are independently, hydrogen, optionally 
substituted lower alkjd, allffinyl, eyeball^ optionally substituted heterocycloalkjd, cycloalk54(lower 
alkj^, optionally substituted ar)^, optionally substituted heteroaryl, optionally substituted 
heteroar)4(lower allg^ or, together, are '{CtQ4.(r optionally interrupted by one O, S, NH or N-(Q.2 
allgd) group, 

20. The compound of claim 19, where R^^ is optionally substituted lower alkyl, alkenyl, 
heterocycloalk)d, optionally substituted arjd, optionally substituted arj4(lower alkyQ, optionally 
substituted heteroarjd, optionally substituted heteroaryl(lower alkji), halo(lower alkj^, -CF3, halogen, 
nitro, -CN, -OR'^ -SR'^ -NR'^R^ -C(=0)R^ -C(=0)OR^ .C(=0)NR'^R^ -OC(«0)R^ -S02R'^ 
-S02NR'^R'^ or -NR'^C(=0)R'', where R'^ and R^^ are independendy, hydrogen, optionally 
substituted lower alk)i, alken}d, cycloalk)^, optionally substituted heterocycloalk)4, cycloallg4(lower 
alk)i), optionally substituted aryl, optionally substituted heteroar)4, optionally substituted 
heteroaryl(lower alky^ or, together, are '{Cti^4,s' optionally intermpted by one O, S, NH or N-(Q.2 
alk}^ gn:>up. 

21. The compound of claim 15, where R^^ is independendy selected from optionally substituted 
lower alk)4, optionally substituted aryl, optionally substituted heteroarjd, hydroxy, halogen, -CF3, 
-OR^' .NR^^R^^ -q=0)R^«, .C(=0)OR^^ -C(=0)NR^^R^«, where R^^ and K'' are, independendy, 
hydrogen, lower alkyl, alkenyl, or optionally substituted ar^. 

22. The compound of claim 20, where n is an integer of 1 to 2. 

23. The compound of claim 22, where n is 1. 

24. The compound of claim 15, where Y is O, and R^ is lower alk)i 

25. The compound of claim 15, where Y is N-R^, R^ is hydrogen or lower alkyl, and R^ is lower 
alkyL 
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26. The compound of claim 15, where is methyl, Y is N-R^ and R^ is meth)4. 

27. The compound of claim 15, where 2 is N. 

28. The compoimd of claim 15, where Z is CR^ and R* is hydrogen. 

29. The compound of claim 15, where R^ and R^ are independently selected from hydrogen, 
lower alkji halogen, OR', -NR'R^°, where R' and R^'^ are independendy lower alkyl, substituted lower 
alk)d, or substituted aryl, or R' and R^° together are -((^2)4.^- optionally interrupted by one O, S, NH, 
N-(ar)d), N-(aryl(lower allg^), N-(carboxy(lower alk)d)) or N- (optionally substituted C1.2 allg^ group. 

30. The compound of claim 20, where R" is independendy selected from halogen, optionally 
substituted aryl, -CF3, -CH3, -CN, -OR^ -C(=0)R^ -C(=0)0Ri5, -q=0)NR''R'S or .OO2H 

31. The compound of claim 15, where R^"^ is independendy selected from halogen, optionally 
substituted lower alk)d, -CF3, -OR^ aryl, heteroaryl, -NRV, -C(=0)R^-C(=0)OR^^ 
-C(=0)NR'^R^^ or -CO2H, where R^^ and R'^ are, independendy, lower alkjd, substituted lower alkyl, 
or substituted ar^i, or, together, are -{CSrQ^f;' optionally interrupted by one O, S, NH or N-(Q.2 alk)^ 
group. 

32. The compound of claim 15, where Z is N, R^ is 4-methylpiperazinyi, R" is 3-CF3, and R^^ is 
4-F. 

33 . A pharmaceutical composition comprising: 

(a) a therapeutically effective amount of a compound of claim 1; and 

(b) a pharmaceutically acceptable excipient. 

34. The pharmaceutical con^sition of claim 33, further comprising an anti-inflammatory drug, 
cytokine, or immunomodulator. 

35. A method of treating an allergic, inflammatory, or autoimmune disorder or disease, 
comprisir^ administering a therapeutically effective dose of at least one compoxmd of claim 1 to a 
mammal in need of such treatment. 

36. The method of claim 35, where the compound is administered in combination with an anti- 
inflammatory drug, cytokine, or immunomodulator. 
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37. The method of claim 35, where the allergic, inflammatory, or autoimmune disorder or disease 
is selected from asthma, atherosclerosis, glomerulonephritis, pancreatitis, restenosis, rheumatoid 
arthritis, diabetic nephropathy, pulmonary fibrosis, inflammatory bowel disease, Crohn's disease, and 
transplant rejection. 

38. The method of claim 35, where the allergic, inflammatory, or autoimmune disorder or disease 
is associated with lymphocyte and/or monocyte accimiulation. 

39. A method of inhibiting leukocyte migration, comprising administerir^ a therapeutically 
effective dose of at least one compound of claim 1 to a mammal in need of such treatment. 
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